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DECLARATION OF DR. FREDERIC BECQ UNDER 37 CF.R. 3 1 .132 
TRAVERSING GROUN DS OF REJECTION 

Under 37 CF.R, 3 1.132 and regarding the rejection of claims 23-30 for lack of 
enablement: I declare: 

1 . 1 am an inventor of the subject matter that is described and claimed in the 
ahove-captioned patent application. 1 hold the degree of Ph.D. 



2. I am a Professor of Physiology at the Universtte de Poitiers and Director of the 



Joini Unit of Research for the Institute of Cellular Physiology and Biology at the National 
Center for Scientific Research (CNRS). 



3. I have read and understood the Office Action mailed on October 29 ; 2008. in 
connection with the above-referenced patent application and I understand that claims 
23-30 are rejected as lacking enablement for the treatment of bronchoconstriction. 

4. In support of the enablement of claims 23-30, 1 am providing data showing that 
two benzofe jquinolizinium compounds of formula (la) can relax bronchi as described in 
the, pending application. The structures of these two compounds, MPB-104 and MPB-9.1 . 
are provided below, 



5. In vitro contraction measurements were made on isolated tracheal rings 
mounted between a fixed clamp at the base of a water-jacketed organ bath. Carbachol 
was used to evoke a sustained contractile response. Once the sustained tension was 
established, the test compound was added to the bath. The cumulative concentration- 





MPB-104 



MFB-9J 



2 



response relationship for the test compound was measured in the trachea rings following 
stable contraction. The relaxant effect of the compound is expressed as percentage 
contraction of the tracheal rings (see plotted data below: curve B is data for MPB-104 
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on human trachea, curve C is data for MPB-104 on rat trachea). 



6. The activity of a compound is expressed as an EQq, which is calculated as the 
drug concentration inducing a half-maximal dilatation, MPB-104 was found to have an. 
h-C.vj of 36.4 pM on human trachea and an EC 50 of 27.4 uM on rat trachea. MPB-91 was 
found to have an £C 5 <, of 1 2 pJVl on human trachea. These results show that 
benzo[ cjquinolizinium compounds can relax constricted bronchi and can be useful for the 
treatment of conditions associated with bronehoconstriction. such as asthma. 
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7. All statements made herein of my own knowledge are true and all statements 
made on information and belief are believed to be true; and further these statements were 
made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements may jeopardize the validity of the 
application or any patents issued thereon. 



Date 30 03 2009 




